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ii 



AB Compds . I and their synthesis are claimed [wherein; Rl = H, CN, CHN2, 

(substituted) alkyl, aryl, non-aromatic heterocycle, etc.; R2 = CH2C00H, COOH 
(or ester/amide/isosteres of); R3 = H or alkyl; XI, X3 = N or C; X2 = bond, 0, 
S, N or C wherein any X with suitable valence may bear a substituent; each C 
in ring A may also be substituted; ring A substituents = H, halo, alkyl, aryl, 
OH, CN, etc.; A may also bear a fused ring]. Over 20 synthetic examples are 
given. For instance; substitution of bromoacetic acid Et ester with the 
corresponding isoguinolone followed by saponification and coupling to 3-amino- 
5-f luoro-4-hydroxypentanoic acid tert-Bu ester provided the hydroxy ester 
intermediate. Oxidation of the hydroxy ester followed by treatment with TFA 
yielded II as a white powder. Compds. of the invention are caspase inhibitors; 
data is provided for caspase-1, -3, -7 and caspase-8 inhibition (Ki). Also 
determined was inhibition of IL-lfi secretion from peripheral blood mononuclear 
cells and activity in a Fas ligand induced apoptosis assay. Compound II had 
Ki (M-l s-1) of 248,000 for caspase-1, 130,000 for caspase-3 and an IC50 of 
2.9 |iM for IL-1|3 secretion. Compds. I may be used as a component of 
immunotherapy for the treatment of cancer. 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(synthesis and use of heterocyclic substituted-amido halopentanoate 
derivs. as caspase inhibitors) 
RN 344461-03-6 CAPLUS 

CN Pentanoic acid, 5-f luoro-4-oxo-3- [[( 2S ) -l-oxo-2- ( l-oxo-2 ( 1H) - 
isoquinolinyl)propyl] amino] - (CA INDEX NAME) 

Absolute stereochemistry. 



RN 344461-10-5 CAPLUS 

CN Benzoic acid, 2 , 6-dichloro-, ( 3S ) -4-carboxy-2-oxo-3- [[ l-oxo-2- ( l-oxo-2 ( 1H) - 
isoquinolinyl ) propyl] amino] butyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



IT 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis and use of heterocyclic substituted-amido halopentanoate 
derivs. as caspase inhibitors) 
RN 344461-29-6 CAPLUS 

CN D-glycero-Pentonic acid, 2 , 3-dideoxy-3- [[ l-oxo-2- ( l-oxo-2 ( 1H) - 
isoquinolinyl)propyl] amino] -, 1 , 1-dimethylethyl ester, 
5-(2,6-dichlorobenzoate) , (4^)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 344461-30-9 CAPLUS 

CN Benzoic acid, 2 , 6-dichloro-, ( 3S ) -5- ( 1 , 1-dimethylethoxy ) -2 , 5-dioxo-3- [ [ 1- 
oxo-2- ( l-oxo-2 ( 1H) -isoquinolinyl) propyl] amino] pentyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 




RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L5 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2008 ACS on STN 

AN 1998:251152 CAPLUS Full-text 

DN 128:321926 

OREF 128:63825a, 63828a 

TI Preparation of aspartate ester inhibitors of interleukin-ip 
converting enzyme 
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IN Albrecht, Hans P.; Allen, Hamish John; Brady, Kenneth Dale; Caprathe, 
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Suzanne; et al . 

PA Warner-Lambert Company, USA 
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MARPAT 128:321926 




AB The present invention relates to compds . I [Rl = carboxy, acyl, amino acid 

residue, etc.; R2 = (CR2 ) n-X-R3 ; each R = independently H, Cl-6 alkyl, OH; R3 
= (un) substituted aryl, (un) substituted heteroaryl, (un) substituted 
heterocyclyl, cycloalkyl, etc; X = bond, O, S; n = 0-3; and the 
pharmaceutical^ acceptable salts, esters, amides, and prodrugs thereof] as 
inhibitors of interleukin-l[3 converting enzyme (ICE). This invention also 
relates to a method of treatment of stroke, inflammatory diseases, reperfusion 
injury, Alzheimer's disease, and shigellosis, and to a pharmaceutically 
acceptable composition that contains a compound that is an inhibitor of 
interleukin-l(3 converting enzyme. Thus, substitution of Z-Asp (OCMe3 ) -CH2Br (Z 
= PhCH202C) with 1-naphthylacetic acid, followed by acidic deprotection, gave 
desired aspartate ester derivative II. II inhibited ICE with Ki = 0.460 uM 
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and IC50 = 3.100 jaM, and inhibited Ich-2 (caspase-4) with IC50 = 3.60 uM, as 
determined using in vitro assays. Related prepared compds . I (196 examples) 
were also tested for ICE inhibition (Ki values of 0.00008 to 76 uM and IC50 
values of 0.0013 to 32 uM) , and Ich-2 inhibition (IC50 = 0.021 to 76 uM) . 

IT 2068S3-96-9P 206863-97-0P 20S864-00-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of aspartate ester inhibitors of interleukin-ip converting 
enzyme) 
RN 206863-96-9 CAPLUS 

CN 1-Naphthaleneacetic acid, 4-carboxy-3- [ [2- (3, 4-dihydro-l-oxo-2 ( 1H) - 
isoquinolinyl) -1-oxopropyl] amino] -2-oxobutyl ester (CA INDEX NAME) 




RN 206863-97-0 CAPLUS 

CN 2-Naphthaleneacetic acid, 4-carboxy-3- [ [2- (3, 4-dihydro-l-oxo-2 ( 1H) - 
isoquinolinyl) -1-oxopropyl] amino] -2-oxobutyl ester (CA INDEX NAME) 




RN 206864-00-8 CAPLUS 

CN Benzenepropanoic acid, a- (phenylmethyl ) - , 

4-carboxy-3- [ [2- (3, 4-dihydro-l-oxo-2 (1H) -isoquinolinyl) -1-oxopropyl] amino] - 
2-oxobutyl ester (CA INDEX NAME) 



0 0 CH2— Ph 

'c— CH2— 0— il— CH— CH2 — Ph 
^CH— C— NH— CH— CH2— C02H 

I 'i 



RN 206864-01-9 CAPLUS 

CN 2-Naphthaleneacetic acid, 1, 2, 3, 4-tetrahydro-l-oxo-, 

4-carboxy-3- [ [2- (3, 4-dihydro-l-oxo-2 (1H) -isoquinolinyl) -1-oxopropyl] amino] - 
2-oxobutyl ester (CA INDEX NAME) 
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L6 ANSWER 1 OF 7 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 2007:593290 CAPLUS Full-- text 
DN 147:202903 

TI Exploring Peptide-likeness of Active Molecules Using 2D Fingerprint 
Methods 

AU Eckert, Hanna; Bajorath, Juergen 

CS Department of Life Science Informatics, Rheinische 

Friedrich-Wilhelms-Universitaet, Bonn, D-53113, Germany 
SO Journal of Chemical Information and Modeling (2007), 47(4), 1366-1378 

CODEN: JCISD8; ISSN: 1549-9596 
PB American Chemical Society 
DT Journal 
LA English 

AB Similarity searching for peptide-like small mols. is a difficult task because 
the amide backbone shared by these mols. tends to mask features that determine 
biol. activity. The authors have investigated 2D fingerprints for their 
ability to differentiate between peptide-like mols. having different activity 
or to facilitate a peptidomimetic transition from mols. with strong peptide 
character to compds . having little or none. For these purposes, different 
compound activity classes were assembled consisting of mols. having strong, 
moderate, and weak peptide character. For the quantification of peptide 
character, a "peptide flavor" index was introduced. In systematic search 
calcns., an encouraging finding has been that most of the investigated 2D 
fingerprints were capable of distinguishing between peptide-like mols. having 
different activities. However, only two fingerprints of different design also 
displayed a strong tendency to detect mols. with decreasing peptide character. 
One of these search tools is a recently introduced property descriptor-based 
fingerprint that showed two addnl. advantages: its flexible design could be 
adjusted to increasingly recover mols. with little peptide-likeness, and in 
addition, its search performance was not affected by differences in mol. size. 

IT 721398-07-8 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
BIOL (Biological study) 

(exploring peptide-likeness of active mols. using 2D fingerprint 
methods ) 
RN 721398-07-8 CAPLUS 

CN Pentanoic acid, 3- [ [ ( 2S ) -2- ( 7-chloro-l-oxo-2 ( 1H) -isoquinolinyl ) -1- 
oxobutyl] amino] -4-oxo-5- (2,3,5, 6-tetraf luorophenoxy ) -, 
1-methyl-l-phenylethyl ester, (3S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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TI Preparation of caspase inhibitor prodrugs 
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AB This invention relates to prodrugs of caspase inhibitors comprising of a furo 
[3 , 2-d] oxazolin-5-one moiety which, under specific conditions, can convert 
into biol. active compds . , particularly caspase inhibitors. This invention 
also relates to the processes for preparing these prodrugs of caspase 
inhibitors. This invention further relates to pharmaceutical compns. 
comprising said prodrugs and to the use thereof for the treatment of diseases 
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related to inflammatory or degenerative conditions. Trif luoroacetic anhydride 
was added to a solution of ( S ) -carbazole-9-carboxylicacid 1- ( 1-carboxymethyl- 
3-f luoro-2-oxo- propylcarbamoyl ) -2-methyl-Pr ester in anhydrous 
dichloromethane under a nitrogen atmosphereat ambient temperature After one 
hour, the reaction was diluted with anhydrous dichloromethane and tris-(2- 
aminoethyl ) amine polystyrene resin was added and the reaction was stirred for 
a furtherone hour. The resin was removed by filtration and thefiltrate 
concentrated in vacuo and triturated with dichloromethane and petroleum ether 
to give ( S ) -carbazole-9-carboxylic acid 1- (3a-f luoromethyl-5-oxo-3a, 5, 6, 6a- 
tetrahydro-furo [3, 2-d] oxazol-2-yl) -2-methyl-propylester as a white solid. 

IT 618460-08-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(preparation of caspase inhibitor prodrugs) 

RN 618460-08-5 CAPLUS 

CN Pentanoic acid, 3- [ [ ( 2S ) -2- ( 7-chloro-l-oxo-2 ( 1H) -isoquinolinyl ) -1- 

oxobutyl] amino] -4-OXO-5- (2, 3, 5, 6-tetraf luorophenoxy) - (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The title compels, of formula I [X = alkoxy, (substituted) NH2, etc.; Y = halo, 
trif luorophenoxy, tetraf luorophenoxy; Rl = alkyl; R2, R3 = H, halo, OCF3, CN, 
CF3] are prepared The present invention also provides pharmaceutical compns. 
and methods using such compns. for treating a caspase-mediated disease, 
particularly in the central nervous system. Thus, II was prepared from 7- 
chloroisochromen-l-one (preparation given), ( S ) -2-aminobutyr ic acid tert-Bu 
ester and 3-amino-5-f luoro-4-hydroxypentanoic acid tert-Bu ester. 
IT 640286-59-5P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of ( oxoisoquinolinylacetylamino ) -oxopentanoic acid ester and 
amide derivs. as caspase inhibitors) 
RN 640286-59-5 CAPLUS 

CN Pentanoic acid, 3- [ [ ( 2S ) -2- ( 7-chloro-l-oxo-2 ( 1H) -isoquinolinyl ) -1- 

oxobutyl] amino] -5-f luoro-4-oxo-, 1 , 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The invention relates to isoquinolinones and quinazolinones I [X is CH or N; Y 
is halo, tri- or tetraf luorophenoxy ; R2 is alkyl; R3 is H, halo, 0CF3, CN, or 
CF3; R4 is groups R3 or alkylthio, (un ) substituted Ph, phenoxy, or phenylthio; 
with the proviso that when Y is halo, then R3 and R4 are not both H] which are 
caspase inhibitors useful in compns. for the treatment of various diseases, 
conditions, or disorders. Thus, I (X = CH, Y = F, R2 = Et, R3 = H, R4 = CI), 
prepared by coupling of ( S ) -2- ( 7-chloro-l-oxo-lH-isoquinolin-2-yl ) butyric acid 
(preparation given) with 3-amino-5-f luoro-4-hydroxypentanoic acid tert-Bu 
ester, had Ki (M-l s-1) > 500,000 for inhibition of caspase-1 or caspase-3, Ki 
100,000-500,000 for inhibition of caspase-8, and IC50 < 1 uM for inhibition of 
interleukin-l(3 secretion. 

IT 618459-84-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of isoquinolinone and quinazolinone peptide derivs. as caspase 
inhibitors ) 
RN 618459-84-0 CAPLUS 

CN Pentanoic acid, 3- [ [ ( 2S ) -2- ( 7-chloro-l-oxo-2 ( 1H) -isoquinolinyl ) -1- 
oxobutyl] amino] -5-f luoro-4-oxo- (CA INDEX NAME) 

Absolute stereochemistry. 
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TI Synthesis of peptide heterocyclic derivatives as caspase inhibitors 
IN Golec, Julian M. C . ; Charifson, Paul S.; Charrier, Jean-Damien; Binch, 
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AB Compds. I and their synthesis are claimed [Rl = H, CN, CHN2, 

(substituted) alkyl, aryl, non-aromatic heterocycle, etc.; R2 = CH2C00H, C02H 
(or ester/amide/isosteres of); R3 = H or alkyl; XI, X3 = N or C; X2 = bond, 0, 
S, N or C wherein any X with suitable valence may bear a substituent; each C 
in ring A may also be substituted; ring A substituents = H, halo, alkyl, aryl, 
OH, CN, etc.; A may also bear a fused ring]. Over 20 synthetic examples are 
given. Thus, substitution of bromoacetic acid Et ester with the corresponding 
isoquinolone followed by saponification and coupling to 3-amino-5-f luoro-4- 
hydroxypentanoic acid tert-Bu ester provided the hydroxy ester intermediate. 
Oxidation of the hydroxy ester followed by treatment with TFA yielded II as a 
white powder. Compds. of the invention are caspase inhibitors; data is 
provided for caspase-1 , -3 , -7 and caspase-8 inhibition (Ki). Also determined 
was inhibition of IL-ip secretion from peripheral blood mononuclear cells and 
activity in a Fas ligand induced apoptosis assay. Compound II had Ki (M-l s- 
1) of 248,000 for caspase-1, 130,000 for caspase-3 and an IC50 of 2.9 uM for 
IL-ip secretion. Compds. I may be used as a component of immunotherapy for 
the treatment of cancer. 

IT 344461-03-6P 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(synthesis of peptide heterocyclic derivs. as caspase inhibitors) 
RN 344461-03-6 CAPLUS 

CN Pentanoic acid, 5-f luoro-4-oxo-3- [[( 2S ) -l-oxo-2- ( l-oxo-2 ( 1H) - 
isoquinolinyl)propyl] amino] - (CA INDEX NAME) 

Absolute stereochemistry. 
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TI Identification of tumor necrosis factor a (TNF-a) modulator 

compounds, and use for treatment of TNF-mediated diseases 
IN Miller, Karen; Diu-Hercend, Anita; Hercend, Thierry; Lang, Paul; Weber, 
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AB The invention discloses methods for identifying compds . useful for regulating 
TNF-ot levels and/or activity. The invention also discloses methods for 
decreasing TNF-a levels and/or activity. Compds. and compns. of the invention 
are useful for treating TNF-mediated diseases. The invention further 
discloses kits comprising the compds. and compns. herein and a tool for 
measuring TNF-a activity and/or levels. Preparation of selected compds., e.g. 
[3S/R, (2S) ] -5-f luoro-4-oxo-3- [ (1- (phenothiazine-1 0-carbonyl ) piper idine-2- 
carbonyl) amino ] pentanoic acid, is described. 

IT 344461-03-6 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(TNF-a modulator compound identification methods, and use for 
treatment of TNF-mediated diseases) 
RN 344461-03-6 CAPLUS 

CN Pentanoic acid, 5-f luoro-4-oxo-3- [[( 2S ) -l-oxo-2- ( l-oxo-2 ( 1H) - 
isoquinolinyl)propyl] amino] - (CA INDEX NAME) 

Absolute stereochemistry. 
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The invention relates to compds. which are prodrugs of caspase inhibitors and 
pharmaceutically acceptable salts thereof. The invention further relates to 
the release of caspase inhibitors from these compds. through selective bond 
cleavage. The invention further relates to pharmaceutical compns. comprising 
these compds., which are particularly well-suited for treatment of caspase- 
mediated diseases, including inflammatory and degenerative diseases. The 
invention further relates to methods for preparing compds. of this invention. 
582317-55-3 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(phospholipids as caspase inhibitor prodrugs) 
582317-55-3 CAPLUS 

Pentanoic acid, 5-f luoro-4-oxo-3- [[ l-oxo-2- ( l-oxo-2 ( 1H) - 
isoguinolinyl)propyl] amino] -, (3S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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